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S U M M A R Y
Objective: Helicobacter pylori has been associated with hyperemesis gravidarum in some geographical
regions. The prevalence of H. pylori in Arab Israeli women in the Upper Galilee and its association with
hyperemesis gravidarum has not been studied previously. We aimed to examine if hyperemesis
gravidarum is associated with H. pylori in this population.
Methods: Subjects with hyperemesis gravidarum carrying a singleton fetus were recruited prospec-
tively. Women with an uncomplicated pregnancy served as controls. All patients underwent 13C-urea
breath testing to assess for H. pylori infection.
Results: A total of 72 subjects, including 24 patients with hyperemesis gravidarum and 48 controls, aged
28.8  5.3 years, were included. H. pylori infection was identiﬁed in 75.0% (18/24) of cases and 60.4% (29/48)
of controls (p = not signiﬁcant). H. pylori infection did not correlate with age, fetal sex, or the number of
previous pregnancies (p = not signiﬁcant).
Conclusion: H. pylori does not seem to increase the likelihood of hyperemesis gravidarum in Arab Israeli
women. However, given the high background prevalence of H. pylori in this population, a larger study is
required to corroborate these ﬁndings. (MOH20110066)
 2014 The Authors. Published by Elsevier Ltd on behalf of International Society for Infectious Diseases.
This is an open access article under the CC BY-NC-ND license (http://creativecommons.org/licenses/by-
nc-nd/3.0/).
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Nausea and vomiting may complicate up to 70% of pregnancies,
however the prevalence of hyperemesis gravidarum (HG),
characterized by weight loss, nutritional deﬁciency, ketonuria,
and ﬂuid and electrolyte instability, is rare (0.2–0.3%).1–6 The
physiological basis for HG is incompletely understood. Neverthe-
less, several risk factors have been identiﬁed, including a personal
or family history of HG, a female fetus or multiple gestation,
gestational trophoblastic disease, fetal trisomy 21, hydrops fetalis,
and maternal Helicobacter pylori infection.7 Some of these risk* Corresponding author at: 39 Jabotinsky St., Petah Tikva, ISRAEL 49100.
Tel.: +972-3-9377236; fax: +972-3-9210313.
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http://dx.doi.org/10.1016/j.ijid.2014.10.005
1201-9712/ 2014 The Authors. Published by Elsevier Ltd on behalf of International So
license (http://creativecommons.org/licenses/by-nc-nd/3.0/).factors suggest that pregnancy growth hormones (human chorionic
gonadotropin (hCG), estradiol, progesterone) may be responsible
for HG.8 However, a possible association with H. pylori implies
additional immune-mediated factors.6,7,9–11
H. pylori is a Gram-negative, spiral-shaped, ﬂagellated organism
uniquely adapted to colonize the gastric mucous layer. The
bacterium is generally acquired during early childhood and may
lead to superﬁcial gastritis, peptic ulcer disease, and rarely MALT
lymphoma or adenocarcinoma.12 Epidemiological studies are
inconsistent regarding an association between HG and H.
pylori. The positive identiﬁcation of H. pylori in this setting relies
greatly on the modality of testing, the deﬁnition of HG, and the
background prevalence of H. pylori in the studied population.
The prevalence of H. pylori in subjects with HG has never been
studied in the Eastern Mediterranean region.ciety for Infectious Diseases. This is an open access article under the CC BY-NC-ND
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2.1. Patients
Between January 1, 2011 and December 31, 2013, consecutive
pregnant women presenting to the general obstetrics outpatient
clinic at St Vincent French Hospital, Nazareth, were screened for
eligibility. Subjects between 6 and 14 weeks of gestation with a
diagnosis of HG were enrolled prospectively. HG was deﬁned by
the presence of all of the following criteria: (1) intractable nausea
and vomiting occurring at least three times per day; (2) 80 mg/dl
ketonuria on urinary dipstick; (3) weight loss of at least 5% of body
weight since the onset of symptoms. All eligible subjects had
conﬁrmation of a viable, singleton pregnancy using ultrasound
examination. The following patients were excluded: known
thyroid disease, diabetes mellitus, current or previous gestational
diabetes, multiple gestation, fetal malformation, chromosomal
abnormality, gestational trophoblastic disease, psychiatric disease
requiring ongoing follow-up, gastrointestinal disease requiring
ongoing follow-up, previous upper gastrointestinal surgery,
previous testing for or treatment of H. pylori.
For every patient with HG, two controls were recruited,
matched for age, gestational age, gravidity, and parity. The study
ﬂowchart (CONSORT) is shown in Figure 1. The study was
performed in accordance with the principles of the Declaration
of Helsinki and Good Clinical Practice (GCP) and was approved by
the Human Subjects Protection Program of St Vincent French
Hospital, Nazareth. All patients provided written informed consent
prior to recruitment.
2.2. Clinical assessment
Prior to enrollment, patients underwent a personal interview
and physical examination by the study physician (SA) in order to
conﬁrm the presence of HG according to the stated clinical and
laboratory criteria.
2.3. 13C-urea breath test
All patients underwent a 13C-urea breath test performed
according to European guidelines.13 Proton pump inhibitors wereFigure 1. CONSORT ﬂowchart. (Abbreviations: HG, hywithheld for at least 7 days beforehand. The test was performed
using a continuous real-time methodology (BreathID; Exalenz Ltd,
Jerusalem, Israel). All patients received 75 mg of 13C-urea with a
4.0 g citric acid-based powder (Citrica, Rafa Laboratories, Israel).
Based on molecular correlation spectrometry, the BreathID
continuously measured 13CO2 and
12CO2 concentrations from
the patient’s breath and established the 13CO2/
12CO2 ratio, which
was displayed versus time on the screen. Results were obtained
within 6–20 min and printed on a thermal printer.
2.4. Follow-up
Patients were contacted by telephone at 15–17 weeks of
gestation and again 2 weeks following the estimated date of
delivery. Patients were questioned regarding symptom resolution,
pregnancy outcome, and H. pylori treatment.
2.5. Statistical analysis
Data analysis was carried out using IBM SPSS Statistics for
Windows, version 21.0 (IBM Corp., Armonk, NY, USA). We
determined that 23 patients with HG and 40 controls were
needed in order to detect a 30% difference in H. pylori 13C-urea
breath test positivity with 80% power and a = 0.05. This
calculation was made assuming a background H. pylori seroposi-
tivity of 40%.14,15 In order to allow for withdrawal of consent
and exclusion of cases, a further 10 patients with HG were
deemed necessary. Therefore, we aimed to enroll 30 subjects
with HG (Figure 1).
Continuous variables such as age were reported as the
mean  standard deviation or median (range), as appropriate. The
normality of distribution of continuous variables was assessed using
the Kolmogorov–Smirnov test (cut-off at p = 0.01). Categorical
variables were described using frequency distributions and were
presented as the frequency (n (%)). Depending on the distribution,
continuous variables were compared across groups using one-way
analysis of variance (ANOVA) or the Kruskal–Wallis test. Pair-wise
post-hoc comparisons for signiﬁcance across differences were
assessed by Bonferroni test or the Mann–Whitney U-test. Categorical
variables were compared across groups using the Chi-square test
(exact as necessary). The Pearson correlation coefﬁcient was used toperemesis gravidarum; Hp, Helicobacter pylori.).
Table 1
Patient characteristics
Hyperemesis gravidarum Controls p-Value
N (%) 24 (100) 48 (100) -
Maternal age, years, mean (SD) 27.0 (5.9) 29.7 (4.7) <0.01
Gestationa, weeks, mean (SD) 9.4 (1.5) 9.2 (1.3) 0.60
Gravida, n (%) 1.8 (0.9) 3.1 (1.9) 0.04
Male fetus, n (%) 14 (58) 18 (38) 0.13
Symptom resolution, weeks, mean (SD) 15.7 (4.1) - -
SD, standard deviation.
a Gestation at the time of screening.
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considered signiﬁcant at p < 0.05.
3. Results
3.1. Patient characteristics
Twenty-four patients with HG aged 27.0 (5.9) years and
48 pregnant controls aged 29.7 (4.7) years were included (t = 3.1,
p < 0.01) (Table 1). All subjects identiﬁed themselves ethnically as
Arab Israeli. At the time of screening, mean gestation was 9.4 (1.5)
weeks in the HG group and 9.2 (1.3) weeks in controls (t = 0.5,
p = 0.60). The mean number of pregnancies (including current) was
1.8 (0.9) in subjects with HG and 3.1 (1.9) in controls (t = 2.1,
p = 0.04). All pregnancies were singleton.
3.2. Follow-up
Fetal sex was male in 14 (58%) HG subjects and 18 (38%)
controls (p = 0.13). The mean gestation at the time of cessation of
vomiting was 15.7 (4.1) weeks in subjects with HG. All fetuses
were carried to term with the exception of one control subject who
experienced a spontaneous early second trimester abortion
(Figure 1).
3.3. H. pylori infection
The 13C-urea breath test was positive in 75.0% (18/24) of cases
and 60.4% (29/48) of controls (p = 0.30) (Table 2). Using logistic
regression analysis, H. pylori positivity was independent of
maternal age, gravidity, and fetal sex.
4. Discussion
Our ﬁndings do not support an association between HG and
H. pylori infection. Although we found that H. pylori infection was
more prevalent among subjects with HG compared to controls, this
difference did not reach statistical signiﬁcance. This is the ﬁrst
study emanating from the Eastern Mediterranean region to
examine H. pylori in subjects with HG.
Data in the existing medical literature are inconsistent
regarding a possible connection between HG and H. pylori
infection. For example, a meta-analysis of 25 case–control studies
included 14 studies that found an association between HG and
H. pylori and 11 studies that did not.16 These studies were highly
heterogeneous in their designs, their deﬁnitions of HG, and the
study population. Another signiﬁcant limitation is that H. pyloriTable 2
Helicobacter pylori positivity in patients with hyperemesis gravidarum
Hyperemesis gravidarum Controls p-Value
Helicobacter pylori-positive 18 (75.0) 29 (60.4) 0.30exposure was almost universally deﬁned by IgG antibody
positivity, which is not speciﬁc for current infection. In this
meta-analysis, exposure to H. pylori was associated with a 3.3-fold
increased risk of HG (95% conﬁdence interval 2.25–4.90).
Interestingly, in studies with a clear deﬁnition of HG (such as in
ours) the association was weaker. Furthermore, in studies
emanating from regions with a high background prevalence of
H. pylori, the association with HG was weaker. For example, Lee
et al. found a background H. pylori prevalence of 65% in Hispanic
American subjects with HG and 67% in those without HG (p = not
signiﬁcant).17 In Turkey, Karadeniz et al. found 68% and 79% H.
pylori positivity in subjects with and without HG, respectively
(p = not signiﬁcant).18 These negative studies are consistent with
our ﬁndings, where the prevalence of H. pylori in a demographic
subsection was unexpectedly found to be signiﬁcantly higher than
the general population and unrelated to HG.
In another study emerging from our geographical region, Shirin
et al. reported that subjects with ﬁrst trimester vomiting were
more likely to harbor H. pylori (81.2% vs. 65%, p = 0.004).19
However, this was a retrospective questionnaire-based study with
substantial recall bias, enquiring about vomiting rather than HG.
Furthermore, H. pylori was assessed by serology alone, and the
study did not include Arab Israeli women. Interestingly, smoking,
but not H. pylori, was associated with vomiting in the second
trimester.19
The H. pylori positivity rate of 74% in cases vs. 60% in controls
observed in our study would have reached statistical signiﬁcance
if 73 women with HG had been included (given a case-to-control
ratio of 1:2). Our power calculation that only 20 women with HG
were needed was based on a gross underestimation of the
background H. pylori prevalence in the Arab Israeli population.
According to the most recent data, H. pylori positivity among
Jewish Israelis is approximately 45% and in Arab Israelis 42%,
based on serology.20 However, despite declining rates among
Jewish adolescents, seropositivity among Arab adolescents in
Israel is increasing. Given that serology does not distinguish
between past and current infection, these ﬁgures are likely to be
an overestimation of the true prevalence. H. pylori positivity in a
given population is related to socioeconomic factors, such as
sanitation and crowding,21,22 as well as prior exposure to
antibiotics and proton pump inhibitors.23 Some of these factors
may account for the discrepancy between the previously
reported prevalence of H. pylori in Israel and the higher rate
observed in our study controls.
In studies that identify H. pylori infection as a risk factor for HG,
the physiological basis via which H. pylori gastritis leads to
vomiting is complex. H. pylori may alter neurocrine, paracrine, and
endocrine pathways and lead to gastrointestinal symptoms even in
the absence of endoscopic mucosal disease. In fact, the severity of
symptoms could be directly related to the degree of microscopic
inﬂammation and the density of H. pylori.24 An alternative
mechanism for hyperemesis could be H. pylori-induced delayed
gastric emptying (gastroparesis).25,26 Further support for an
infectious etiology for HG comes from reports of symptom
D. Boltin et al. / International Journal of Infectious Diseases 29 (2014) 292–295 295regression following antibiotic treatment.27 Moreover, pregnant
women might have a higher risk of H. pylori infection compared to
their non-pregnant counterparts. Gastric acid secretion is de-
creased in early pregnancy due to metabolic and endocrine factors.
This, coupled with altered immune function in pregnancy, could
predispose to H. pylori infection.10 Lanciers et al. have shown that
H. pylori IgM is more common in pregnant subjects compared to
matched controls, suggesting that de novo infection with H. pylori
occurs in early pregnancy.28 Activation of quiescent disease might
also occur in early pregnancy, as suggested by in vitro studies that
have shown H. pylori-associated gastritis to be exacerbated by
estradiol.29 Etiologies other than H. pylori that have been suggested
for HG include pregnancy hormones (hCG, estradiol, progester-
one), hyperthyroidism, genetic incompatibility, nutritional deﬁ-
ciencies, immunological factors, and psychological factors.30,31
Clearly, no single factor can account for HG in all cases.
We found that patients with HG were more likely to be younger
and to have had fewer previous pregnancies than matched
controls. Although these factors have not been associated
consistently with HG in the past, they are likely a reﬂection of
the fact that subjects with HG are unlikely to attempt another
pregnancy, as the risk of recurrence may reach 19%.32
The strength of this study lies in its prospective, controlled
design, the stringent inclusion criteria employed, and the use of the
13C-urea breath test. The 13C-urea breath test has a diagnostic
accuracy comparable to endoscopic tests such as histology, culture,
or rapid urease testing.33 It is noteworthy that none of the studies
included in the recent meta-analysis utilized 13C-urea breath tests
or endoscopic tests, but rather relied on serology.16 Serology is not
speciﬁc for current infection and is further limited by cross-
reactivity, inter-observer variability, and a lack of validity in
subjects over the age of 45 years and in certain ethnic groups. For
this reason the positive predictive value, negative predictive value,
and accuracy of H. pylori IgG serology are 46%, 61%, and 52%,
respectively, compared to 92%, 90%, and 82%, respectively, for the
13C-urea breath test.34
Our study is limited by the sample size, which may not be large
enough given the high background prevalence of H. pylori in the
Arab Israeli population. Another limitation is the lack of control for
confounding and lack of a validated symptom score or clinical
endpoint such as the Rhodes index questionnaire, which could
potentially correlate H. pylori positivity with disease severity.
In conclusion, our ﬁndings do not support a connection
between HG and H. pylori in Arab Israelis; however this could
be due to the unexpectedly high prevalence of the organism. Larger
studies incorporating antibiotic treatment and clinical endpoints
in this population are warranted.
Conﬂict of interest: The authors have no funding or conﬂicts of
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References
1. Ismail SK, Kenny L. Review on hyperemesis gravidarum. Best Pract Res Clin
Gastroenterol 2007;21:755–69.
2. Jewell D, Young G. Interventions for nausea and vomiting in early pregnancy.
Cochrane Database Syst Rev 2003;(4):CD000145.
3. Emelianova S, Mazzotta P, Einarson A, Koren G. Prevalence and severity of
nausea and vomiting of pregnancy and effect of vitamin supplementation. Clin
Invest Med 1999;22:106–10.
4. Gadsby R, Barnie-Adshead AM, Jagger C. A prospective study of nausea and
vomiting during pregnancy. Br J Gen Pract 1993;43:245–8.
5. O’Brien B, Zhou Q. Variables related to nausea and vomiting during pregnancy.
Birth 1995;22:93–100.6. Jueckstock JK, Kaestner R, Mylonas I. Managing hyperemesis gravidarum: a
multimodal challenge. BMC Med 2010;8:46.
7. Frigo P, Lang C, Reisenberger K, Ko¨lbl H, Hirschl AM. Hyperemesis gravidarum
associated with Helicobacter pylori seropositivity. Obstet Gynecol 1998;91:
615–7.
8. Walsh JW, Hasler WL, Nugent CE, Owyang C. Progesterone and estrogen are
potential mediators of gastric slow-wave dysrhythmias in nausea of pregnancy.
Am J Physiol 1996;270:G506–14.
9. O’Connell MP, Poon P, Lindow SW, Robinson DW. Chronic hypokalaemia in
pregnancy secondary to hyperemesis gravidarum. J Obstet Gynaecol 1999;19:
532.
10. Koc¸ak I, Akcan Y, Ustu¨n C, Demirel C, Cengiz L, Yanik FF. Helicobacter pylori
seropositivity in patients with hyperemesis gravidarum. Int J Gynaecol Obstet
1999;66:251–4.
11. Depue RH, Bernstein L, Ross RK, Judd HL, Henderson BE. Hyperemesis grav-
idarum in relation to estradiol levels, pregnancy outcome, and other maternal
factors: a seroepidemiologic study. Am J Obstet Gynecol 1987;156:1137–41.
12. Boltin D, Niv Y. Mucins in gastric cancer—an update. J Gastrointest Dig Syst
2013;3:15519.
13. Logan RP, Polson RJ, Misiewicz JJ, Rao G, Karim NQ, Newell D, et al. Simpliﬁed
single sample 13Carbon urea breath test for Helicobacter pylori: comparison
with histology, culture, and ELISA serology. Gut 1991;32:1461–4.
14. Novis BH, Gabay G, Naftali T. Helicobacter pylori: the Middle East scenario. Yale J
Biol Med 1998;71:135–41.
15. Niv Y, Abuksis G, Koren R. 13C-urea breath test, referral patterns, and results in
children. J Clin Gastroenterol 2003;37:142–6.
16. Sandven I, Abdelnoor M, Nesheim B, Melby KK. Helicobacter pylori infection and
hyperemesis gravidarum: a systematic review and meta-analysis of case–
control studies. Acta Obstet Gynecol Scand 2009;88:1190–200.
17. Lee RH, Pan VL, Wing DA. The prevalence of Helicobacter pylori in the Hispanic
population affected by hyperemesis gravidarum. Am J Obstet Gynecol 2005;193:
1024–7.
18. Karadeniz RS, Ozdegirmenci O, Altay MM, Solaroglu A, Dilbaz S, Hızel N, et al.
Helicobacter pylori seropositivity and stool antigen in patients with hyperem-
esis gravidarum. Infect Dis Obstet Gynecol 2006;2006:1–3.
19. Shirin H, Sadan O, Shevah O, Bruck R, Boaz M, Moss S, et al. Positive serology for
Helicobacter pylori and vomiting in the pregnancy. Arch Gynecol Obstet
2004;270(July (1)):10–4.
20. Muhsen K, Cohen D, Spungin-Bialik A, Shohat T. Seroprevalence, correlates and
trends of Helicobacter pylori infection in the Israeli population. Epidemiol Infect
2012;140:1207–14.
21. Weyermann M, Rothenbacher D, Brenner H. Acquisition of Helicobacter pylori
infection in early childhood: independent contributions of infected mothers,
fathers, and siblings. Am J Gastroenterol 2009;104:182–9.
22. Bani-Hani KE, Shatnawi NJ, El Qaderi S, Khader YS, Bani-Hani BK. Prevalence and
risk factors of Helicobacter pylori infection in healthy schoolchildren. Chin J Dig
Dis 2006;7:55–60.
23. Munnangi S, Sonnenberg A. Time trends of physician visits and treatment
patterns of peptic ulcer disease in the United States. Arch Intern Med
1997;157:1489–94.
24. Bagis T, Gumurdulu Y, Kayaselcuk F, Yilmaz ES, Killicadag E, Tarim E. Endoscopy
in hyperemesis gravidarum and Helicobacter pylori infection. Int J Gynaecol
Obstet 2002;79:105–9.
25. Ojetti V, Migneco A, Silveri NG, Ghirlanda G, Gasbarrini G, Gasbarrini A. The role
of H. pylori infection in diabetes. Curr Diabetes Rev 2005;1:343–7.
26. Boltin D, Zvidi I, Steinmetz A, Bernstine H, Groshar D, Nardi Y, et al. Vomiting
and dysphagia predict delayed gastric emptying in diabetic and nondiabetic
subjects. J Diabetes Res 2014;2014:1–7.
27. Strachan BK, Jokhi RP, Filshie GM. Persistent hyperemesis gravidarum and
Helicobacter pylori. J Obstet Gynaecol 2000;20:427.
28. Lanciers S, Despinasse B, Mehta DI, Blecker U. Increased susceptibility to
Helicobacter pylori infection in pregnancy. Infect Dis Obstet Gynecol 1999;7:
195–8.
29. Saqui-Salces M, Rocha-Gutie´rrez BL, Barrios-Paya´n JA, Ruiz-Palacios G, Cama-
cho-Arroyo I, Gamboa-Dominguez A. Effects of estradiol and progesterone on
gastric mucosal response to early Helicobacter pylori infection in female gerbils.
Helicobacter 2006;11:123–30.
30. Leylek OA, Toyaksi M, Erselcan T, Dokmetas S. Immunologic and biochemical
factors in hyperemesis gravidarum with or without hyperthyroxinemia. Gyne-
col Obstet Invest 1999;47:229–34.
31. Tareen AK, Baseer A, Jaffry HF, Shaﬁq M. Thyroid hormone in hyperemesis
gravidarum. J Obstet Gynaecol (Tokyo 1995) 1995;21:497–501.
32. Trogstad LI, Stoltenberg C, Magnus P, Skjaerven R, Irgens LM. Recurrence risk in
hyperemesis gravidarum. BJOG 2005;112:1641–5.
33. Rede´en S, Petersson F, To¨rnkrantz E, Levander H, Ma˚rdh E, Borch K. Reliability of
diagnostic tests for Helicobacter pylori infection. Gastroenterol Res Pract
2011;2011:940650.
34. Kazemi S, Tavakkoli H, Habizadeh MR, Emami MH. Diagnostic values of
Helicobacter pylori diagnostic tests: stool antigen test, urea breath test, rapid
urease test, serology and histology. J Res Med Sci 2011;16:1097–104.
